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WHAT IS CLAIMED IS: 

1 . A compound of Formula I: 




I 



or a phaimaceutically acceptable salt or stereoisomer thereof, 

wh^in: 

ais Oorl; 

bis Oorl; 

m is 0, 1, or 2; 

n is Oorl; 

ris Oorl; 

s is 0 or 1; 

Rl is selected from: 

1) (Ci-C6-alkylene)n(C=0)Ci-Cio alkyl, 

2) (Ci-C6-alkylene)n(C=0)aryl, 

3) (Ci-C6-alkylene)n(C=O)C2-Ci0 alkenyl, 

4) (Ci-C6-alkylene)n(C=O)C2-Ci0 alkynyl, 

5) (Ci-C6-alkylene)n(C=0)C3-C8 cycloalkyl, 

6) (Ci-C6-alkylene)n(C=0)heterocyclyl, 

7) (Ci-C6-alkylene)n(C=0)NRCRc', 

8) (Ci-C6-alkylene)nS02NRCRC*, 

9) (Ci-C6-alkylene)nSO2Ci-Ci0 alkyl, 

10) (Ci-C6-alkylene)nS02-aryl, 

11) (Ci-C6-alkylene)nS02-heterocyclyl, 

12) (Ci-C6-alkylene)nS02-C3-C8 cycloalkyl. 
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13) (Ci-C6-alkylene)nP(=0)RdRd\ 

14) aryl; 

15) heterocyclyl; 

16) Ci-Cio alkyl; 

17) (Ci-C6-alkylene)n(C=O)O-Ci-Ci0 alkyl, 

18) (Ci-C6-alkylene)n(C=0)0-aryl, 

19) (Ci-C6-alkylene)n(C=O)O-C2-Ci0 alkenyl, 

20) (Ci-C6-alkylene)n(C=O)O-C2-Ci0 alkynyl, 

21) (Ci-C6-alkylene)n(C=0)0-C3-C8 cycloalkyl, 

22) (Ci-C6-alkylene)n(C=0)0-heterocyclyl, 

said alkyl, aryl, alkenyl, alkynyl, cycloalkyl, alkylene, heteroaryl and heterocyclyl is optionally 
substituted with one or more substituents selected from RlO; 

R2 and R6 are independently selected from: 

1) aryl, 

2) Ci-Ce aralkyl, 

3) C3-C8 cycloalkyl, and 

4) heterocyclyl, 

said aryl, cycloalkyl, aralkyl and heterocyclyl is optionally substituted with one or more 
substituents selected from RlO; 

R3 is selected from: 



1) 


Ci-Cio alkyl-O-Rg, 


2) 


C2-C10 alkenyl-O-Rg. 


3) 


C2-C10 alkyuyl-O-Rg, 


4) 


(Ci-C6-alkylene)nC3-C8 cycloalkyl-O-Rg, 


5) 


Ci-Cio alkyl-(C=0)b-NRftlf 


6) 


C2-C10 alkenyl-(C=0)bNRfRf 


7) 


C2-C10 alkynyl-(C=0)bNRfRf 


8) 


(Ci-C6-alkylene)nC3-C8 cycloalkyl-(C=0)bNRfiRf *, 


9) 


Ci-Cio alkyl-S(0)ni-Rg, 


10) 


C2-C10 alkenyl- S(0)m-Rg, 


11) 


C2-C10 alkynyl- S(0)ni-Itg, 


12) 


(Ci-C6-alkylene)nC3-C8 cycloalkyl- S(0)ni-Rg, 
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said alkyl, alkenyl, alkynyl and cycloalkyl are optionally substituted with one or more 
substituents selected from RlO; 

r4 is selected from: 

1) H, 

2) Ci-Cio alkyl, 

3) aryl, 

4) C2-C10 alkenyl, 

5) C2-C10 alkynyl, 

6) C1-C6 perfluoroalkyl, 

7) C1-C6 aralkyl, 

8) C3-C8 cycloalkyl, and 

9) heterocyclyl, 

said alkyl, aryl, alkenyl, alkynyl, cycloalkyl, arall^l and heterocyclyl is optionally substituted 
with one or more substituents selected from R^O; 



R5andR7 


axe independently selected from: 


1) 


H, 


2) 


Ci-Cio alkyl. 


3) 


aryl. 


4) 


C2-C10 alkenyl. 


5) 


C2-C10 alkynyl. 


6) 


C1-C6 perfluoroalkyl. 


7) 


Ci-Ce aralkyl, 


8) 


C3-CS cycloalkyl, and 


9) 


hetMOcyclyl, 



said alkyl, aryl, alkenyl, alkynyl, cycloalkyl, aralkyl and heterocyclyl is optionally substituted 
with one or more substituents selected £rom RlO; or 

R5 and R7 are combined to form an 0x0 or a sulfoxo; 

RlO is independently selected from: 

1) (C=O)aObCi-Ci0 alkyl, 

2) (C=0)aObaryl, 

3) C2-C10 alkenyl, 
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4) 


C2-C10 alkynyl. 


5) 


(C=0)aOb heterocyclyl. 


6) 


CO2H, 


7) 


halo. 


8) 


CN, 




OH, 


10) 


ObCi-C6 perfluoroalkyl. 


11) 


Oa(C=0)hNRl2Rl3, 


12) 


S(0)mRa, 


13) 


S(0)2NR12r13, 


14) 


0x0, 


15) 


CHO, 


16) 


(N=0)Rl2Rl3,or 


17) 


(C=0)aObC3-C8 cycloalkyl. 



said alkyl, aiyl, alkenyl, alkynyl, heterocyclyl, and cycloalkyl optionally substituted with one, 
two or three substituents selected from Rl 1 ; 

Rll is selected fiom: 



1) 


(C=0)rOs(Ci-Cio)alkyl, 


2) 


Or(Ci-C3)peifluoroalkyl, 


3) 


0x0, 


4) 


OH, 


5) 


halo, 


6) 


CN, 


7) 


(C2-ClO)alkenyl, 


8) 


(C2-Cio)alkynyl, . 


9) 


(C=0)rOs(C3-C6)cycloall5yl, 


10) 


(C=0)rOs(Co-C6)alkylene-aryl, 


11) 


(C=O)rOs(C0-C6)al]^lene-hetMocyclyl, 


12) 


(C=0)rOs(Co-C6)alkylene-N(Rb)2, 


13) 


C(0)Ra 


14) 


(Co-C6)alkylene-C02R* 


15) 


C(0)H, 


16) 


(Co-C6)alkylene-C02H, and 


17) 


C(0)N(Rb)2, 
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18) S(0)mR^ and 

19) S(0)2N(Rb)2; 

said alky], alkenyl, alkynyl, cycloalkyl, aryl, alkylene and heterocyclyl is optionally substituted 
with up to thrce substituents selected from Rb, OH, (Ci-C6)alkoxy, halogen, CO2H, CN, 
0(C=0)Ci-C6 alkyl, 0x0, NO2 and N(Rb)2; 

R12 and Rl3 are independently selected from: 



1) 


H, 


2) 


(C=O)ObCi-Ci0 alkyl. 


3) 


(C=0)ObC3-C8 cycloalkyl. 


4) 


(C=0)Obaryl, 


5) 


(C=0)Obheteiocyclyl, 


6) 


Ci-Cio alkyl. 


7) 


aiyl. 


8) 


C2-C1O alkenyl, 


9) 


C2-C10 alkynyl. 


10) 


heterocyclyl, 


11) 


C3-C8 cycloalkyl. 


12) 


S02R^ and 


13) 


(C=0)NRb2, 



said alkyl, cycloalkyl, aryl, heterocylyl, alkenyl, and alkynyl is optionally substituted with one, 
two or three substituents selected from RH, or 

r12 and Rl3 can be taken together with the nitrogen to which they are attached to form a 
monocyclic or bicyclic heterocycle with 3-7 members in each ring and optionally containing, in 
addition to the nitrogen, one or two additional heteroatoms selected from N, O and S, said 
monocyclic or bicyclic heterocycle optionally substituted with one, two or three substituents 
selected from Rl 1 ; 

Ra is independently selected from: (Ci-C6)alkyl, (C3-C6)cycloalkyl, aryl, or heterocyclyl, 

optionally substituted with one, two or three substituents selected from RH; 
Rb is independently selected from: H, (Ci-C6)alkyl, aryl, heterocyclyl, (C3-C6)cycloalkyl, 
(C=0)0Ci-C6 alkyl, (C=0)Ci-C6 alkyl, (C=0)aryl, (C=0)heteiocyclyl, (C=0)NRfRf 'or 
S(0)2R^» optionally substituted with one, two or three substituents selected from RH; 
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Rc and Rc' ate independently selected from: H, (Ci-C6)alkyl, aryl, heterocyclyl and (C3- 
C6)cycloalkyl, optionally substituted with one, two or three substituents selected from RH; or 

Rc and Rc' can be taken together with the nitrogen to which they are attached to form a 
monocyclic or bicyclic heterocycle with 3-7 members in each ring and optionally containing, in 
addition to the nitrogen, one or two additional heteroatoms selected from N, O and S, said 
monocyclic or bicyclic heterocycle optionally substituted with one, two or three substituents 
selected from Rl 1 ; 

Rd and Rd* are independently selected from: (Ci-C6)alkyl, (Ci-C6)alkoxy and NRb2, or 

Rd and Rd' can be taken together with the phosphorous to which they are attached to form a 
monocyclic heterocycle with 3-7 members the ring and optionally containing, in addition to the 
phosphorous, one or two additional heteroatoms selected from NR©, O and S, said monocyclic 
heterocycle optionally substituted with one, two or three substituents selected from RH; and 

Re is selected from: H and (Ci-C6)allqd, optionally substituted with one, two or three 
substituents selected from Rl 1 ; 

Rf and Rf ' are independently selected from: H, (Ci-C6)alkyl, aryl, NH2, OH, ORa, -(Ci- 
C6)alkyl-OH, -(Ci-C6)alkyl-0-(Ci-C6)alkyl, (C=0)0Ci-C6 alkyl, (C=0)Ci-C6 alkyl, 
(C=0)aryl, (C=0)heterocyclyl, (C=0)NRfRf S(0)2Ra and -(Ci-C6)alkyl-N(R^2, wherein the 
alkyl is optionally substituted with one, two or three substituents selected from RXU or 

Rf and Rf* can be taken together with the nitrogen to which they are attached to form a 
monocyclic or bicyclic heterocycle with 3-7 members in each ring and optionally containing, in 
addition to the nitrogen, one or two additional heteroatoms selected from N, O and S, said 
monocyclic or bicyclic heterocycle optionally substituted with one, two or three substituents 
selected from Rll; 

Rg is selected from: H, (Ci-C6)alkyl, -(Ci-C6)alkyl-OH, -(Cl-C6)alkyl-0-(Ci-C6)alkyl and - 
(Ci-^6)alkyl-N(R^)2. 

2. The compound according to Claim 1 of Formula I: 
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I 



or a pharmaceutically acceptable salt or stereoisomer thereof, 

wherein: 

a is Oorl; 

bis Oorl; 

mis 0,1, or 2; 

nis Oorl; 

ris Oorl; 

sis Oorl; 

R1 is selected from: 



1) 


(Ci-C6-alkylene)n(C=O)Ci-Ci0 sikyl. 


2) 


(C 1 -C6-allq'lene)n(C=0)aryl, 


3) 


(Ci-C6-alkylene)n(C=O)C2-Ci0 alkenyl. 


4) 


(Ci-C6-alkylene)n(C=O)C2-Ci0 alkynyl. 


5) 


(Ci-C6-alkylene)n(C=0)C3-C8 cycloallqrl. 


6) 


(Ci-C6-alkylene)n(C=0)heterocyclyl, 


7) 


(Ci-C6-alkylene)n(C=0)NRCRc\ 


8) 


(Ci-C6-aIkylene)nS02NRCRc', 


9) 


(Cl-C6-alkylene)nSO2Ci-Ci0 alkyl. 


10) 


(Ci-C6-aIlqrlene)nS02-aiyl, 


11) 


(Cl-C6-alkylene)nS02-heterocyclyl, 


12) 


(Ci-C6-all5ylene)nS02-C3-C8 cycloalkyl. 


13) 


(Ci-C6-alkylene)nP(=0)RdRd*, 


14) 


aiyl; 


15) 


heteiocyclyl; 


16) 


Ci-Cio alkyl; 
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17) (Ci-C6-alkylene)n(C=O)O-Ci-Ci0 alkyl, 

18) (Ci-C6-alkylene)n(C=0)0-aryl, 

19) (Ci-C6-alkylene)n(C=O)O-C2-Ci0 alkenyl, 

20) (Ci-C6-alkylene)ii(C=O)O-C2-Ci0 alkynyl, 

21) (Ci-C6-alkylene)n(C=0)0-C3-C8 cycloalkyl, 

22) (Ci-C6-alkylene)n(C=0)0-heterocyclyl, 

said alkyl, aryl, alkenyl, alkynyl, cycloalkyl, alkylene, heteroaryl and heterocyclyl is optionally 
substituted with one or more substituents selected from RlO; 

R2 and r6 are independently selected from: 

1) aryl. 

2) Ci-Ce aralkyl, 

3) C3-C8 cycloalkyl, and 

4) heterocyclyl, 

said aryl, cycloalkyl, arallqrl and heterocyclyl is (^tionally substituted with <Mie or more 
substituents selected from RlO; 

R3 is selected from: 



1) 


Ci-Cio alkyl-O-Rg, 


2) 


C2-C10 alkenyl-O-Rg, 


3) 


C2-C10 alkynyl-O-Rg, 


4) 


(Ci-C6-alkylene)nC3-C8 cycloalkyl-O-Rg, 


5) 


Cl-Cio alkyl-(C=0)b-NRfRf ', 


6) 


C2-C10 alkenyl-(C=0)bNFRiRf ', 


7) 


C2-C1O alkynyl-(C=0)bNR«Rf 


8) 


(Ci-C6-alkylene)nC3-C8 cycloalkyl-(C=0)bNR?Rf ', 


9) 


Cl-Cioalkyl-S(0)ni-Rg, 


10) 


C2-C10 alkenyl- S(0)ni-Rg, 


11) 


C2-C10 alkynyl- S(0)m-Rg, 


12) 


(Ci-C6-aIkylene)nC3-C8 cycloalkyl- S(0)m-Rg, 



said alkyl, alkenyl, alkynyl and cycloalkyl are optionally substituted with one or more 
substituents selected from RlO; 

R^s selected from: 
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1) 


H, 


2) 


Ci-Cio alkyl. 


3) 


aryl. 


4) 


C2-C10 alkenyl, 


5) 


C2-C10 alkynyl, 


6) 


C1-C6 periluoroalkyl. 


7) 


C1-C6 aralkyl. 


8) 


C3-C8 cycloalkyl, and 


9) 


heterocyclyl. 



said alkyl, aryl, alkenyl, alkynyl, cycloalkyl, aralkyl and heterocyclyl is optionaDy substituted 
with one or more substituents selected from RlO; 

and R'7 are independently selected from: 



1) 


H, 


2) 


Ci-Cio alkyl. 


3) 


aryl. 


4) 


C2-C10 alkenyl. 


5) 


C2-C10 alkynyl, 


6) 


C1-C6 perfluoroaUqrl, 


7) 


Ci-C6 aralkyl. 


8) 


C3-C8 cycloalkyl, and 


9) 


heterocyclyl. 



said all^l, aryl, alkenyl, alkynyl, cycloalkyl, aralkyl and heterocyclyl is optionally substituted 
with one or more substituents selected from RlO; or 

and R7 are combined to form an 0x0 or a sulfoxo; 

RlO is independently selected firom: 

1) (C=O)aObCi-Ci0 alkyl, 

2) (C=0)aObaryl, 

3) C2-C10 alkenyl, 

4) C2-C10 alkynyl, 

5) (C=0)aOb heterocyclyl, 

6) CO2H, 

7) halo. 
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8) 


CN, 


9) 


OH, 


10) 


ObCi-C6 perfluoroalkyl. 


11) 


Oa(C=0)bNRl2Rl3, 


12) 


S(0)mRa, 


13) 


S(0)2NRl2Rl3, 


14) 


oxo. 


15) 


CHO, 


16) 


(N=0)R12r13, or 


17) 


(C=0)aObC3-C8 cycloalkyl. 



said alkyl, aryl, alkenyl, alkynyl, heterocyclyl, and cycloalkyl optionally substituted with one, 
two or three substituents selected fronoi Rl 1; 

Rll is selected from: 



1) 


(C=O)rOs(Ci-Ci0)alkyl, 


2) 


Or(Ci-C3)perfluoroalkyl, 


3) 


oxo, 


4) 


OH, 


5) 


halo. 


6) 


CN, 


7) 


(C2-Cl0)alkenyl, 


8) 


(C2-Cio)alkynyl, 


9) 


(C=0)rOs(C3-C6)cycloalkyl, 


10) 


(C=0)rOs(Co-C6)alkylene-aiyl, 


11) 


(C=O)iPs(C0-C6)alkylene-heterocyclyl, 


12) 


(C=O)rOs(C0-C6)alkylene-N(Rb)2, 


13) 


C(0)Ra, 


14) 


(Co-C6)alkylene-C02Ra 


15) 


C(0)H. 


16) 


(C0-C6)alkylene-CO2H, and 


17) 


C(0)N(Rb)2, 


18) 


S(0)niRa, and 


19) 


S(0)2N(Rb)2; 
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said alkyl, alkenyl, alkynyl, cycloalkyl, aryl, alkylene and heterocyclyl is optionally substituted 
with up to thiee substituents selected from Rb, OH, (Ci-C6)alkoxy, halogen, CO2H, CN, 
0(C=0)Ci-C6 alkyl, 0x0, andN(Rb)2; 

r12 and Rl3 are independently selected from: 



1) 


H, 


2) 


(C=O)ObCi-Ci0 alkyl. 


3) 


(C=0)ObC3-C8 cycloalkyl. 


4) 


(C=0)Obaryl, 


5) 


(C=0)Obheterocyclyl, 


6) 


Ci-Cio alkyl. 


7) 


aryl, 


8) 


C2-C10 alkenyl. 


9) 


C2-C10 allqmyl. 


10) 


heterocyclyl. 


11) 


C3-C8 cycloalkyl. 


12) 


S02Ra, and 


13) 


(C=0)NRb2, 



said alkyl, cycloalkyl, aryl, heterocylyl, alkenyl, and alkynyl is optionally substituted with one, 
two or three substituents selected from Rl^l, or 

Rl2 and Rl3 can be taken together with the nitrogen to which they are attached to form a 
monocyclic or bicyclic heterocycle with 3-7 members in each ring and optionally containing, in 
addition to the nitrogen, one or two additional heteroatoms selected from N, O and S, said 
monocyclic or bicyclic heterocycle optionally substituted with one, two or three substituents 
selected from Rl 1 ; 

R^ is independently selected from: (Ci-C6)alkyl, (C3-C6)cycloalkyl, aryl, or heterocyclyl, 

optionally substituted with one, two or three substituents selected from Rll; 
Rb is independenifly selected from: H, (Ci-C6)alkyl, aryl, heterocyclyl, (C3-C6)cycloalkyl, 
(C=0)0Ci-C6 alkyl. (C=0)Ci-C6 alkyl, (C=0)aryl, (C=0)heterocyclyl, (C=0)NRfRf or 
S(0)2Ra, optionally substituted with one, two or three substituents selected from RH; 

Rc and Rc' are independently selected from: H, (Ci-C6)alkyl, aryl, heterocyclyl and (C3- 
C6)cycloalkyl, optionally substituted with one, two or three substituents selected from Rll; or 
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and Rc' can be taken together with the nitrogen to which they are attached to form a 
monocyclic or bicyclic heterocycle with 3-7 members in each ring and optionally containing, in 
addition to the nitrogen, one or two additional heteroatoms selected from N, O and S, said 
monocyclic or bicyclic heterocycle optionally substituted with one, two or three substituents 
selected from Rl 1 ; 

Rd and Rd' are independently selected from: (Ci-C6)alkyl, (Ci-C6)alkoxy and NRb2, or 

Rd and Rd' can be taken together with the phosphorous to which they are attached to forai a 
monocyclic heterocycle with 3-7 members the ring and optionally containing, in addition to the 
phosphorous, one or two additional heteroatoms selected from NR©, O and S, said monocyclic 
heterocycle optionally substituted with one, two or three substituents selected from Rl 1; and 

Re is selected horn: H and (Ci-C6)alkyl, optionally substituted with one, two or three 
substituents selected from Rl 1 1 

RfandRf ' are independently selected firom: Bl[, (Ci-C6)alkyl, -(Ci-C6)3lkyl-OH, -(Ci-C6)alkyl- 
0-(Ci-C6)alkyl and -(Cl-C6)alkyl-N(R^)2, or 

Rf and Rf ' can be taken together with the nitrogen to which they are attached to fomi a 
monocyclic or bicyclic heterocycle with 3-7 members in each ring and optionally containing, in 
addition to the nitrogen, one or two additional heteroatoms selected from N, O and S, said 
monocyclic or bicyclic heterocycle optionally substituted with one, two or three substituents 
selected from Rl 1 ; 



Rg is selected from: H, (Ci-C6)alkyl, -(Ci-C6)alkyl-OH, -(Ci-C6)aIkyl-0«(Ci-C6)alkyl and - 
(Ci-C6)alkyl-N(R^2- 



3. 



The compound according to Claim 2 of Formula 11: 
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or a phannaceutically acceptable salt or stereoisomer thereof, wherein 

a is Oorl; 

bis Oorl; 

rais 0,1, or 2; 

r is 0 or 1 ; 

sis Oorl; 

R1 is selected from: 

1) (C=0)Ci-Cioalkyl, 

2) (C=0)aryl, 

3) (C=O)C2-Ci0 alkenyl, 

4) (C=0)C2-Cio alkynyl, 

. 5) (C=0)C3-C8 cycloalkyl, 

6) (C=0)heterocyclyl, 

7) (C=0)NRCRc\ 

8) .SO2NRCRC', 

9) SO2C1-C10 alkyl, 

10) S02-aryl, 

11) S02-heterocyclyl, 

12) SO2-C3-C8 cycloalkyl, and 

13) P(=0)RdRd\ 

said alkyl, aryl, alkenyl, alkynyl, cycloalkyl, heteroaryl and heterocyclyl is optionally substituted 
with one or more substituents selected from RlO; 

r2 is selected from: 

1) aryl, 

2) C1-C6 aralkyl, 

3) C3-C8 cycloalkyl, and 

4) heterocyclyl, 

said aryl, cycloalkyl, aralkyl and heterocyclyl is optionally substituted with one or more 
substituents selected from RlO; 

R3 is selected from: 

1) Ci-ClO alkyl-O-Rg, 
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2) C3-C8 cycloalkyl-O-Rg, 

3) Ci-Cio alkyl- mM ' , 

4) C3-C8 cycloalkyl- NRfRf ' , 

said alkyl and cycloalkyl are optionally substituted v^ith one or more substituents selected £coin 

RlO; 



R4andR5 


are independentiy selected from: 


1) 


H, 


2) 


Ci-Cio alkyl. 


3) 


aryl. 


4) 


C2-C10 alkenyl. 


5) 


C2-C10 alkynyl. 


6) 


Ci-Cg perfluoroalkyl. 


7) 


C1-C6 aralkyl. 


8) 


C3-C8 cycloalkyl, and 


9) 


heterocyclyl. 



said alkyl, aryl, alkenyl, alkynyl, cycloalkyl, aralkyl and heterocyclyl is optionally substituted 
with one or more substituents selected firom RlO; 

RlO is independently selected from: 



1) 


(C=O)aObCi-Ci0 alkyl. 


2) 


(C=0)aObaryl, 


3) 


C2-C10 alkenyl, 


4) 


C2-C10 alkynyl, 


5) 


(C=0)aOb heterocyclyl. 


6) 


CO2H, 


7) 


halo. 


8) 


CN, 


9) 


OH, 


10) 


ObCi-C6 perfluoroalkyl. 


11) 


Oa(C=0)bNRl2Rl3, 


12) 


S(0)mRa, 


13) 


S(0)2NR12r13, 


14) 


0x0, 


15) 


CHO, 
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16) (N=0)R12r13, or 

17) (C=0)aObC3-C8 cycloalkyl, 

said alkyl, aryl, alkenyl, alkynyl, heterocyclyl, and cycloalkyl optionally substituted with one, 
two or three substituents selected from R^h 

rIO' is halogen; 

r1 1 is selected from: 







2) 


OrVt' 1 -y^3 JpemuoioaiKyi, 


3) 


oxo. 


4) 


OH, 


5) 


halo. 


6) 


CN, 


7) 


(C2-ClO)aU^yl. 


8) 


(C2-Cl0)alkynyl, 


9) 


(C=0)rOs(C3-C6)cycloalkyl, 


10) 


(C=O)iOs(C0-C6)alkylene-aryl, 


11) 


(C=0)rOs(Co-C6)alkylesne-heterocyclyl, 


12) 


(C=0)tOs(Co-C6)alkylene-N(Rb)2, 


13) 


C(0)Ra 


14) 


(C0-C6)alkylene-CO2R^ 


15) 


C(0)H, 


16) 


(Co-C6)alkylene-C02H, and 


17) 


C(0)N(Rb)2, 


18) 


S(0)mRa, and 


19) 


S(0)2N(Rb)2; 



said alkyl, alkenyl, alkynyl, cycloalkyl, aryl, and heterocyclyl is optionally substituted witii up to 
three substituents selected ftom Rb, OH, (Ci-C6)alkoxy, halogen, CO2H, CN, 0(C=0)Ci-C6 
alkyl, 0x0, and N(Rb)2; 

r12 and Rl3 are iiidepradently selected fmm: 

1) H. 

2) (C=O)ObCi-Ci0 alkyl. 
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3) (C=0)ObC3-C8 cycloalkyl, 

4) (C=0)Obaryl, 

5) (C=0)Obheterocyclyl, 

6) Ci-Cio alkyl, 

7) aryl, 

8) C2-C10 alkenyl, 

9) C2-C10 alkynyl, 

10) heterocyclyl, 

11) C3-C8 cycloalkyl, 

12) S02Ra,and 

13) (C=0)NRb2, 

said alkyl, cycloalkyl, aryl, heterocylyl, alkenyl, and alkynyl is optionally substituted with one, 
two or three substituents selected from RH, or 

Rl2 and Rl3 can be taken together witii tiie nitrogen to which they are attached to form a 
monocyclic or bicyclic heterocycle with 3-7 members in each ring and optionally containing, in 
addition to the nitro^, one or two additional heteroatoms selected from N, O and S, said 
monocyclic or bicyclic heterocycle optionally substituted with one, two or three substituraits 
selected from RH; 

Ra is independentiy selected from: (Ci-C6)alkyl, (C3-C6)cycloalkyl, aryl, or heterocyclyl, 
optionally substituted with one, two or three substituents selected from RH; 

Rb is independentiy selected from: H, (Ci-C6)alkyl, aryl, heterocyclyl, (C3-C6)cycloalkyl, 
(C=0)0Ci-C6 alkyl, (C=0)Ci-C6 alkyl, (C=0)aryl, (C=0)heterocyclyl, (C=0)lSIRfkf 'or 
S(0)2Ra, optionally substituted with one, two or three substituents selected fromRH; 

Rc and Rc' are independentiy selected from: H, (Ci-C6)alkyl, aryl, heterocyclyl and (C3- 
C6)cycloalkyl, optionally substituted with one, two or three substituents selected from Rl 1 ; or 

RC and Rc' can be taken togetha: with the nitrogen to which they are attached to form a 
monocyclic or bicyclic hetacocycle with 3-7 manbers in each ring and optionally containing, in 
addition to the nitrogen, one or two additional heteroatoms selected from N, O and S, said 
monocyclic or bicyclic heterocycle optionally substituted with one, two or three sul^tituents 
selected from R^h 
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Rd andRd' are independently selected from: (Ci-C6)alkyl, (Ci-C6)alkoxy and NRb2, or 

Rd and Rd* can be taken together with the phosphorous to which they are attached to form a 
monocyclic heterocycle with 3-7 members the ring and optionally containing, in addition to the 
phosphorous, one or two additional heteroatoms selected from NR©, O and S, said monocyclic 
heterocycle optionally substituted with one, two or three substituents selected from Rl 1; 

Re is selected from: H and (Ci-C6)alkyl, optionally substituted with one, two or three 
substituents selected from RH; 

Rf andRf are independently selected from: H, (Ci-C6)alkyl, -(Cl-C6)alkyl-OH, -(Ci-C6)alkyl- 
0-(Ci-C6)alkyl and -(Cl-C6)alkyl-N(R^)2, or 

Rf and Rf can be taken together with the nitrogen to which they are attached to form a 
monocyclic or bicyclic heterocycle with 3-7 members in each ring and optionally containing, in 
addition to the nitrogen, one or two additional heteroatoms selected from N, O and S, said 
monocyclic or bicyclic heterocycle optionally substituted with one, two or three substituents 
selected from Rl 1 ; 

Rg is selected from: H, (Ci-C6)alkyl, .(Ci-C6)alkyl-OH, -(Ci-C6)alkyl-0-(Ci-C6)alkyl and - 
(Ci-C6)alkyl-N(R'')2- 

4. The compound according to Claim 3 of the Formula n or a 
pharmaceutically acceptable salt or stereoisomer thereof, wherein 

Rl is selected from: 

1) -(C=0)NRCRc\ 

2) -(C=O)Ci-Ci0 alkyl, 

3) -S02NRCRc\and 

4) -SO2C1-C10 alkyl, 

said alkyl, is optionally substituted with one, two or three substituents selected from RlO; 

R2 is selected from: 

1) aryl, and 

2) heteroaryl, 
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said aryl and heteroaryl is optionally substituted with one or more substituents selected from 
RlO; 

R3 is selected from: 

1) Ci-Cio alkyl-O-Rg, 

2) Ci-Cio alkyl- NRfRf 

said aikyl and cycloalkyl are optionally substituted ^ith one or more substituents selected from 
RlO; 

r4 and R5 are independently selected from: 

1) H, and 

2) Ci-Cio alkyl, 

said alkyl is optionally substituted with one or more substituents selected from RlO; and 
RlO, RlO\ Rll, Rl2, Rl3, Ra, Rb, Rc, Rc' Rf, Rf * and Rg are as described in Claim 2. 

S. The compound according to Claim 3 of the Formula n, or a 
pharmaceutically acceptable salt or stereoisomer thereof, wherein R2 and R6 are independently 
selected from phenyl or pyridyl, optionally substituted with one or two substituents selected from 
RlO. 

6 The compound according to Claim 3 of the Formula n, or a 
pharmaceutically acceptable salt or stereoisomer thereof, wherein R2 is phenyl, optionally 
substituted with one or two substituents selected from RlO. 

7. The compoimd according to Claim 1 of the formula 11: 




or a pharmaceutically acceptable salt or stereoisomer thereof, wherein 
ais Oorl; 
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bis 


0 or 1; 




mis 


0, 1, or 2; 


ris 


0 or 1; 




sis 


Oor 1; 




r1 is selected from: 




1) 


(C=0)Ci-Cioalkyl, 




2) 


(C=0)aiyl, 




3) 


(C=O)C2-Ci0 alkenyl, 




4) 


(C=O)C2-Ci0 alkynyl. 




5) 


(C=0)C3-C8 cycloalkyl. 




6) 


(C=0)heterocyclyl, 




7) 


(C=0)NRCRC*, 




8) 






9) 


SO2C1-C10 alkyl. 




10) 


S02-aiyl, 




11) 


S02-heterocyclyl, 




12) 


SO2-C3-C8 cycloalkyl, and 




13) 


P(=0)RdRd', 



said alkyl, aiyl, alkenyl, alkynyl, cycloallqrl, heteroaryl and hetoocyclyl is optionally substituted 
with one or more substituents selected from RlO; 

r2 is phen^, optionally substituted with one or more substituaits selected firom RlO; 

r3 is selected from: 

1) Ci-Cio alkyl-O-Rg, 

2) Ci-Cio alkyl- NRfRf * , 

said alkyl is optionally substituted with one or more substituents selected from RlO; 

R4 and R5 are independently selected from: 

1) H. 

2) Ci-Cio alkyl, 

3) aryl, 

4) C2-C1O alkenyl, 

5) C2-C10 alkynyl. 
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6) C1-C6 peifluoroalkyl, 

7) C1-C6 aralkyl, 

8) C3-C8 cycloalkyl, and 

9) heterocyclyl, 

said alkyl, aryl, alkenyl, alkynyU cycloalkyl, aralkyl and heterocyclyl is optionally substituted 
with one or more substituents selected from R^O; 

RIO is independently selected from: 





V,^— v^^a^D^l ^lU <»uvyi. 


7^ 
^) 


\^ — ^^a^D**^y^> 


3) 


C2-C10 aUcenyl, 


4) 


C2-C10 alkynyl, 


5) 


(C=0)aOb heterocyclyl. 


6) 


CX>2H, 


7) 


halo. 


8) 




9) 


OH, 


10) 


ObCi-Cg perfluoroalkyl. 


11) 


Oa(C=0)bNRl2Rl3, 


12) 


S(0)mRa, 


13) 


S(0)2NR12r13, 


14) 


0x0, 


15) 


CHO, 


16) 


(N=0)R12r13, or 


17) 


(C=0)aObC3-C8 cycloalkyl. 



said alkyl, aryl, alkenyl, alkynyl, heterocyclyl, and cycloalkyl optionally substituted with one, 
two or three substituents selected from Rl 1; 

RlO' is halogen; 

Rll is selected from: 

1) (C=O)rOs(Ci-Ci0)alkyl, 

2) Or(Ci-C3)perfluoroalkyl, 

3) 0x0, 

4) OH, 
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CN 


7) 


(C2-Cio)alkenyL 


8) 


(C2-Cio)alkynyl, 


9) 


(C=0)rOs(C3-C6)cycloalkyl, 


10) 


fC=0)rOcfCn-C^)aIkvlene-arvl 


11) 


(C=0)TOQ(Cn-Cf^)alkvlene-heterocvclvl 


12") 


rC=0)rOcfCn-C^'ialkvlene-NrRb^o 


13) 


C(.0)K**, 


14) 


(Co-C6)alkylene-<X)2R^ 


15) 


C(0)H. 


16) 


(Co-C6)alkylene-C02H, and 


17) 


C(0)N(Rb)2, 


18) 


S(0)mR^ and 


19) 


S(0)2N(Rb)2; 



said alkyl, alkenyl, alkynyl, cycloalkyl, aryl, and heterocyclyl is optionally substituted with up to 
three substituents selected from Rb OH, (CiHC6)alkoxy, halogen, CO2H, CN, 0(C=0)Ci-C6 
alkyl, 0x0, and N(Rb)2; 

r12 and Rl3 are independently selected from: 



1) 


H. 


2) 


(C=O)ObCi-Ci0 alkyl. 


3) 


(C=0)ObC3-C8 cycloalkyl. 


4) 


(C=0)Obaryl, 


5) 


(C=0)Obheteiocyclyl, 


6) 


Ci-Cio alkyl. 


7) 


aryl. 


8) 


C2-C10 alfcenyi. 


9) 


C2-C1O allqniyl, 


10) 


heterocyclyl. 


11) 


C3-C8 cycloalkyl. 


12) 


S02Ra, and 


13) 


(C=0)NRb2, 
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said allg^U cycloalkyl, aryl, heterocylyl, alkenyl» and alkynyl is optionally substituted vdth one, 
two or three substituents selected from Rl 1, or 

r12 and Rl3 can be taken together with the nitrogen to which they are attached to form a 
monocyclic or bicyclic heterocycle with 3-7 members in each ring and optionally containing, in 
addition to the nitrogen, one or two additional heteroatoms selected from N, O and S, said 
monocyclic or bicyclic heterocycle optionally substituted with one, two or three substituents 
selected from Rl 1 ; 

Ra is independently selected from: (Ci-C6)alkyl, (C3-C6)cycloalkyl, aryl, or heterocyclyl, 
optionally substituted with one, two or three substituents selected from Rl 1 ; 

Rb is independently selected from: H, (Ci-C6)alkyl. aryl. heterocyclyl, (C3-C6)cycloalkyl, 
(C=0)0Ci-C6 alkyl, (C=0)Ci-C6 alkyl, (C=0)aryl, (C=0)heterocyclyl, (C=0)NRflRf or 
S(0)2Ra, optionally substituted with one, two or three substituents selected from Rl 1; 

Rc and Rc' are independently selected from: H, (Ci-C6)allcyl, aryl, heterocyclyl and (C3- 
C6)cycloalkyl, optionally substituted with one, two or three substiituents selected from Rl 1; or 

RC and Rc' can be taken together with the nitrogen to which they are attached to form a 
monocyclic or bicyclic heterocycle with 3-7 members in each ring and optionally containing, in 
addition to the nitrogen, one or two additional heteroatoms selected from N, O and S, said 
monocyclic or bicyclic heterocycle optionally substituted with one, two or three substituents 
selected from Rl 1 ; 

Rd and Rd' are independently selected from: (Ci-C6)alkyl, (Ci-C6)alkoxy and NRb2, or 

Rd and Rd' can be taken together with the phosphorous to which they are attached to form a 
monocyclic heterocycle with 3-7 members the ring and optionally containing, in addition to the 
phosphorous, one or two additional heteroatoms selected from NR^, O and S, said monocyclic 
heterocycle optionally substituted with one, two or three substituents selected from Rl 1; 

Re is selected from: H and (Ci-C6)alkyl, optionally substituted with one, two or three 
substituents selected from RH; 
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Rf and Rf ' are independently selected from: H, (Cl-C6)alkyl, -(Ci-C6)alkyl-OH, .(Ci-C6)alkyl- 
0-(Cl-C6)alkyl and -(Ci-C6)alkyl-N(R^)2, or 

Rf and Rf ' can be taken together with the nitrogen to which they ate attached to form a 
monocyclic or bicyclic heterocycle with 3-7 members in each ring and optionally containing, in 
addition to the nitrogen, one or two additional heteroatoms selected from N, O and S, said 
monocyclic or bicyclic heterocycle optionally substituted with one, two or three substituents 
selected from r11; 

Rg is selected from: H, (Ci-C6)alkyl, "(Ci-C6)alkyl-OH, -(Cl-C6)alkyl-0-(Ci-C6)alkyl and - 
(Ci-C6)alkyl-N(R^)2- 

8. A compound selected from: 

4<2,5-Difluorophenyl)-2-0iydroxymethyl>NJ^-dimethyl-2-phenyl-2,5-di^^ 
carboxamide; 

4-(2,5-IDifluorophenyl>2-0iy<froxymethyl)-N-methyl-N<l-^^ 
dihydro-lH-pyrrole-l-carboxamide; 

4-(2,5-IMfluorophenyl>2-(methoxymethyl)-NJ^-dimethyl-^^^ 
carboxamide; 

4-(2,5-Difluorophenyl)-2-[(2-hydroxyethoxy)methyl]-NJ>T-dimeA^^ 
pyrrole-l-carboxamide; 

2- [(2-Aminoethoxy)methyl]-4-(2,5-difluorophenyl>N,N-dimethyl^^^ 
pyrrole-l-carboxamide; 

4-(2,5-Difluorophenyl)-2-({[2-(dimethylainino)ethyl]ainino}methyl)-NJ^^ 
2,5-dihydro-lH-pyrrole-l-carboxamide; 

3- {4-(2,5-Difluorophenyl)-l-[(dunethylaimno)carbonyl]-2-phenyl-2,5-dihydro-lH-p^^ 
yI}prop-2-en-l-aminium; 

2.(3-Hydroxypropyl)-4-(2,5-difluorophenyl)-NJ^-dimethyl-2^^^ 
carboxamide; 
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2-(3-Aimnopropyl)-4K2,5"difluorophenyl)-N^-dimethyl-2-^^ 
carboxamide; - 

4-(2,5-Difluorophenyl)-2-[3Kdimethylamino)propyl]-NJJ-dime&^^ 
pyrrole-l -carboxamide; 

4-(2,5-difluorophenyl)-2-(l-hydroxyethyl)-N,N-dimethyl-2-phenyl-2,^ 
carboxamide; 

[4-(2,5-difluorophenyl)-2-phenyl-l-(piperidin-l-ylcarbonyl)-2,5-dihydr^ 
yl]methanol; 

2-({[tert-butyl(dimethyl)silyl]oxy}methyl)-4-(2,5-difluoro 
piperidin-4-yl-2,5-dihydro-lH-pyrrole-l-carboxamide; 

4-(2,5-difluorophenyl>iSr-[l-(iV,N-dimethylglycyl)piperi 
phenyl-2,5-dihydro- Ifl-pyrrole-l-carboxamide; 

4-(2,5-di£luorophenyl)-2-(hydroxymethyl)-/^-methyl-Ar-[l-(^^ 
2-phenyl-2,5-dihydro-l-H-pyrrole-l-carboxamide; 
4-(2,5-difluorophenyl)-2-(hydroxymelhyl)-N-methyl-2-phenyl-^^ 
pyrrole-l-carboxamide; 

N-[l-(2,2-difluoroethyl)piperidin-4-yl]-4-(2,5-difluorophenyl)-2-0hiyd^^ 
phenyl-2,5-dihydro-lH-pyrrole-i-carboxamide; 

4-(2,5Kfifluorophenyl)-iV-[l-(2-hydroxyethyl)piperidin-4-yl]-2-(hyd^^ 
phenyl-2,5-dihydro-lff-pyrrole-l-carboxamide; 

(2S)-4-(2,5-difluorophenyl)-N-[l-(2-fluoroethyl)piperidin-4^^ . 
phenyl-2,5-dihydro-lH-pyrrole-l -carboxamide; 

4-(2,5-difluorophenyl)-2-(hydroxymethyl)-A^-methyl-N-{l-[(^^ 
yl }-2-phenyl-2,5-dihydro-ljH-pynole-l-carboxamide; 

- 163- 



wo 2004/037171 



PCT/US2003/032405 



4-(2,5-difluorophenyl)-iV^-{l-[2-fluoro-l-(fluoromethyl)ethyl]^^ 
iV-methyl-2-phenyl-2,5-cKhydro-li?-pyrrole-l-^ 

(2S)-A^(l-cyclopropylpiperidin-4-yl)-4-(2,5-difluorophenyl>2-(^^ 
phenyl-2,5-dihydro-ljEZ-pyrrole-l-carboxamide; 

benzyl {4-[{ [4-(2,5-difluorophenyl)-2-(hydroxymethyl)-2-phenyl-2,5-dihy^^ 
yl]carbonyl } (methyl)aimno]piperidin- 1-yl } acetate; 

{4-[{[4-(2,5KUfluorophenyl)-2-(hydroxymethyl)-2-phenyl-2,5-dihydro-l^ 
yl]carbonyl}(methyl)amino]piperidin-l-yl}aceticacid; 

methyl {4-[{ [4-(2,5-difluorophenyl)-2-0iydroxymethyl>2-phenyl-2,5-dihyd^ 
yl]carbonyl}(me1hyl)aimno]piperidin-l-yl }acetate; 

4-(2,5-difluorophenyl)-2-(methoxymethyl)-iV^methyI-^^ 
dihydro-lH-pyrrole-l-carboxamide; 

4-(2,5--difluorophenyl)-2-(3-hydioxypropyl)-iV,iV-^^ 
carboxamide; 

2-{3-[(2,2-dmuoroethyl)ainino]propyl}-4-(2,5-dmuorophenyl)-iSr^^ 
dihydro-lfl-pyrrole-l-carboxamide; 

2-{3-[(2,2-difluoroethyl)(methyl)arnino]propyl}-4-(2,5-difluorophe 
2,5-dihydi:o-lH-pyrrole-l-carboxainide; 

2-(3-aminopix>pyl)-4-(5-cWoro-2-fluorophenyl)-iV^-dimeA^ 

1- caxboxamide; 

2- [3-(acetylamino)propyl]-4-(5-cMoro-2-fluorophenyl)-N^-dm 
pyrrole-l-carboxamide; 

4-(5-chloro-2-fluorophenyl)-iV^-dimethyl-2-{ 3-[(methylsulfonyl)amino]propyl }-2-phenyl-2,5- 
dihydro-lH-pyrrole- 1-caiboxamide; 
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methyl 3-{4-(5-K;hloro-2-fluorophenyl>l-[(dimethylamino)caA 
pyrrol-2-yl }propylcarbamate; 

2- {3-[(arQinocarbonyl)aiidno]propyl}-4-(5-cMoro-2-fluoropheny 
dihydro-lH-pyrrole-l-carboxamide; 

3- {4-(2,5-difluorophenyl)-l-[(dimethylaimno)carbonyl]-2-ph^ 
yl}propanoic acid; 

2-(3-aiulino-3-oxopropyl>4-(2,5-difluorophenyl)-iV^-dimethyl-2-^^ 
pyrrole-l-carboxamide; 

4- (2,5-di£luorophenyl)-2-(3-hydrazino-3-oxopropyl)-N,A^^ 
pyrrole-l-carboxamide; 

4-(2,5-difluoiophenyl)-2-[3-(hydroxyamino)-3-oxopropyl]-iV,Ar-dm 
IjFf-pyrrole-l-carboxamide; 

2-(2,2-difluoro-3-hydroxypropyl)-4-(2,5-difluorophenyl)-iV,iV^d^ 
IH-pyrrole-l-carboxamide; 

2- (3-amino-2,2-difluoropropyl)-4-(2,5-difluorophenyl)-iV,iV-dim 
pyrrole-l-carboxamide; 

4-(2,5-difluorophenyl)-2-[3-(dimethylamino)propyl]-A^methyl-2-phenyl-iV-tet^ 
4-yl-2,5-dihydro-lfl-pyrrole-l-carboxamide; 

l-{4-(2,5-difluorophenyl)-2-[3-(dimethylamino)propyl]-2-phenyl-2,5-dihydro-lH-^ 
methyl-l-oxopropan-2-ol; 

3- [(2S)-l-[(2S)-2-ainino-2-cyclopropylethanoyl]-4-(2,5-difluorophen^ 
lH-pyrrol-2-yl]-iS^^-dimethylpropan-l-amine; and 
(2S)-2-(3-ainino-4,4-difluorobutyl)-4-(2,5-difluorophenyl)-A/^^^^ 
1/f-pyrrole-l-carboxamide; 
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or a phannaceutically acceptable salt or stereoisomer thereof. 

9. The compound according to Claim 8 which is selected from: 

4-(2,5-Di£luorophenyl)-2-(hydroxymethyl)-N-methyl-N-(l-methylpiperidin 
dihydro-lH-pyrrole-l-carboxamide; 

2-[(2-Aminoethoxy)methyl]-4-(2,5-difluorophenyl)-NJSf-dimethyl-2-phenyl-2,5-di^ 
pyrrole-l-carboxamide; 

2-(3-Aimnopropyl)-4-(2,5-difluorophenyl)-N,N-Kiimethyl-2-phenyl-2^ 
carboxamide; 

4-(2,5-IMfluorophenyl)-2-[3-(dimethylamino)propyl]-N,N-dimethyl-2-phenyl^^ 
pyrrole-l-carboxaimde; 

or a pharmaceutically acceptable salt or stereoisomer thereof. 

10. The compound according to Claim 1 selected from: 
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ethyl 

isopropyl 

cyclopropyl 
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Me-N 



Me 



•i-nO 
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H 



CHc 



-1-0 





or a phaimaceutically acceptable salt or stereoisomer tiieieof. 

1 1 . The compound according to Claim 1 selected from: 

2-[(2-Aminoethoxy)methyl]-4-(2,5-difluorophenyl)-N^-dimethyl-2-phenyl-2,5-dihydio-lH^ 
pyirole-1-carboxamide hydrochloride salt; 



4-(2,5-Difluorophenyl)-2-({[2-(dimethylamino)ethyl]amino}methyI)-NJSr-dimethyl-2-phenyl- 
2,5-dihydro-lH-pytrole-l-carboxamide bis TFA salt; 
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2- (3-Aminopropyl)-4-(2,5-difluoiophenyl)-NJN"dim 
carboxaniide hydrochloride salt; 

4-(2,5-Difluorophenyl>2-[3-(dimethylaimno)propyl]-N,N-dimeA^^ 
pyrrole-l-carboxamide TFAsalt; 

4-(2,5-difluorophenyl)-iV-[l-(glycyl)piperidin-4"yl]-2-(hy^^ 
dihydro-lH-pyrrole-l-carboxamide TFA salt; 

3- [(25)-l-[(25)-2-amino-2-K:yclopropylethanoyl]-4-(2,5-difluorophenyl)-2-^^ 
lH-pyrrol-2~yl]-iV,iN^dimethylpropan-l-amine bis-TFA salt; 

3- [(2R)-l-[(2S)-2-amino-2-^yclopropylethanoyl]-4-(2,5^Jifluorophe 
lH-pym>l-2-yl]-iV^-dimethylpropan-l-ainine bis-TFA salt; 

4- (2,5-difluoiophenyl)-2-[3-(dimethylamino)propyl]-N^ 
phenyl- 2,S-dihydto-lH-pynx>le-l-caiboxaimde bis-TFA salt; 

4.(2,5-difluorophenyl)-2-[3Kethylamino)propyl]-iV^-d^ 
pyitole-1-carboxamide TFA salt; 

4-(2,5~difluorophenyl)-iV^-dimethyl-2-phenyl-2-{3-[(pyridin-4-^^ 
dihydro-lH-pyrrole-l-carboxamide bis-TFA salt; and 

4-(2,5-difluorophenyl)-iV^-dimethyl-2-(3-{[(4-methyl-l//-inudazol-2-yl^^ 
2-phenyl-2,5-dihydro-lJ?-pyrrole-l-carboxaimde bis-TFA salt. 

12* A phannaceutical composition that is comprised of a compovind in 
accordance with Claim 1 and a phannaceutically acceptable carrier. 

13. A method of treating or preventing cancer in a mammal in need of such 
treatment that is comprised of administering to said mammal a therapeutically effective amount 
of a compound of Claim 1 , 
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14. A method of treating cancer or preventing cancer in accordance with 
Claim 13 wherein the cancer is selected from cancers of the brain, genitourinary tract, lymphatic 
system, stomach, larynx and lung. 

15. A method of treating or preventing cancer in accordance with Claim 13 
wherein the cancer is selected from histiocytic lymphoma, lung adenocarcinoma, smaU cell lung 
cancers, pancreatic cancer, gioblastomas and breast carcinoma. 

16. A process for making a pharmaceutical composition which comprises 
combining a compound of Claim 1 with a pharmaceutically acceptable carrier. 



selected from: 



17. The composition of Claim 12 further comprising a second compound 

1) an estrogen receptor modulator, 

2) an androgen receptor modulator, 

3) a retinoid receptor modulator, 

4) a cytotoxic/cytostatic agent, 

5) an antiproliferative agent, 

6) a prenyl-protein transferase inhibitor, 

7) an BDMG-CoA reductase inhibitor, 

8) an HIV protease inhibitor, 

9) a reverse transcriptase inhibitor, 

10) an angiogenesis inhibitor, and 

11) a PPAR-Y agonist, 

12) a PPAR-8 agonists; 

13) an inhibitor of cell proliferation and survival signaling, and 

14) an agent that interfers with a cell cycle checlq)oint. 



18. The composition of Claim 17, wherein the second compound is an 
angiogenesis inhibitor selected from the group consisting of a tyrosine kinase inhibitor, an 
inhibitor of epidermal-derived growth factor, an inhibitor of fibroblast-derived growth factor, m 
inhibitor of platelet derived growth factor, an MMP inhibitor, an integrin blocker, interferon-cc, 
interleukin-12, pentosan polysulfate, a cyclooxygenase inhibitor, carboxyamidotriazole, 
combretastatin A-4, squalamine, 6-0-(chloroacetyl-carbonyl)-fumagillol, thalidomide, 
angiostatin, troponin-1 , and an antibody to VEGF. 
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inhibitor. 



inhibitor. 



inhibitor. 



19. The composition according to Claim 12 further comprising a proteosome 



20. The composition according to Claim 12 further comprising a aurora kinase 



21. The composition according to Claim 12 further comprising a Raf kinase 



22. The composition according to Claim 12 further comprising a 
serine/threonine kinase inhibitor. 

23. The composition according to Claim 12 further comprising an inhibitor of 
another noitotic kinesin which is not KSP. 

24. The composition of Claim 18, wherein the second compound is aa 
estrogen receptor modulator selected from tamoxifen and raloxifene. 

25. A method of treating cancer which comprises administering a 
therapeutically effective amount of a compound of Claim 1 in combination with radiation 
therapy. 

26. A method of treating or preventing cancer that comprises administering a 
therapeutically effective amount of a compound of Claim 1 in combination with a compound 



selected from: 




1) 


an estrogen receptor modulator, 


2) 


an androgen receptor modulator. 


3) 


a retinoid receptor modulator. 


4) 


a cytotoidc/cytostatic agent. 


5) 


an antiproliferative agent. 


6) 


a prenyl-protein transferase inhibitor. 


7) 


an HMG-CoA reductase inhibitor. 


8) 


an HIV protease inhibitor. 


9) 


a reverse transcriptase inhibitor, 


10) 


an angiogenesis inhibitor. 
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11) 


PPAR-Y agonists. 


12) 


PPAR-5 agonists. 


13) 


an inhibitor of inherent multidiug resistance. 


14) 


an anti-emetic agent. 


15) 


an agent useful in the treatment of anemia, 


16) 


an agent usefiil in the treatment of neutropenia. 


17) 


an inmiunologic-enhancing drug. 


18) 


an inhibitor of cell proliferation and survival signaling, and 


19) 


an agrait that interfers with a cell cycle checkpoint. 



27. A method of treating cancer that comprises administering a therapeutically 
effective amount of a compound of Claim 1 in combination with radiation therapy and a 
compound selected from: 



1) 


an estrogen receptor modulator. 


2) 


an andrograi receptor modulate. 


3) 


a retinoid receptor modulator. 


4) 


a cytotoxic/cytostatic ag^t. 


5) 


an antiproliferative agent. 


6) 


a prenyl-protein transferase inhibitor. 


7) 


an HMG-CoA reductase inhibitor; 


8) 


an HIV protease inhibitor. 


9) 


a reverse transcriptase inhibitor. 


10) 


an angiogenesis inhibitor. 


11) 


PPAR-Y agonists. 


12) 


PPAR-5 agonists. 


13) 


an inhibitor of inherent multidrug resistance. 


14) 


an anti-emetic a^nt. 


15) 


an agent usefiil in the treatment of anemia. 


16) 


an agent useful in the treatment of neutropraia. 


17) 


an immunologic-enhancing drug. 


18) 


an inhibitor of cell proliferation and survival signaling, and 


19) 


an a^it that interfers with a cell cycle checkpoint. 


28. 


A method of treating or preventing cancer which comprises administering 



a therapeutically effective amount of a compound of Claim 1 and paclitaxel or trastuzumab. 
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29. A method of treating or preventing cancer which conoiprises administering 
a therapeutically effective amount of a compound of Claim 1 and a GPEb/UIa antagonist. 

30. The method of Claim 29 wherein the GPnb/HIa antagonist is tirofiban. 

31. A method of treating or preventing cancer which comprises administering 
a therapeutically effective amount of a compound of Claim 1 in combination with a COX-2 
inhibitor. 

32. A method of treating or preventing cancer which comprises administering 
a therapeutically effective amount of a compound of Claim 1 in combination with a proteosome 
inhibitor. 

33. A method of treating or preventing cancer which comprises administering 
a therapeutically effective amount of a compound of Claim 1 in combination with an aurora 
kinase inhibitor. 

34. A method of treating or preventing cancer which comprises administering 
a therapeutically effective amount of a compound of Claim 1 in combination with a Raf kinase 
inhibitor. 

35. A method of treating or preventing cancer which comprises administering 
a therapeutically effective amount of a compound of Claim 1 in combination with a 
serine/threonine kinase inhibitor. 

36. A method of treating or preventing cancer which comprises administering 
a therapeutically effective amount of a compound of Claim 1 in combination with an inhibitor of 
a mitotic kinesui that is not KSP. 

37. A method of modulating noitotic spindle formation which comprises 
administering a therapeutically effective amount of a compound of Claim 1. 

38. A method of inhibiting the mitotic kinesin KSP which comprises 
administering a therapeutically effective amount of a compound of Claim 1. 



-176- 



